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Results
Introduction Synthesis

As a cheap and affordable compound dichloroacetate (DCA)
with studied pharmacological effects (fig.1) DCA immediately Cytotoxicity, ECg, (LM)
turned out to be among the promising anticancer drugs. Compound MCE-7 HCT-116
Despite this, interest in drugs based on dichloroacetate is not
waning, since the effect of DCA is selective with respect to 1a Ry=H, Ry=C(O)CHCl,, 15% 1 1.2 n.d.!
tumor cells, in which reverse metabolism prevails, and its ) 1b R;=R,=C(O)CHCl,, 81% .
effect on normal cells is minimal. Also methoxyestradiol (ME) ! 16 Ry=R,=C(O)CH,CI, 97% Ls 17.9 n.d.
and abiraterone(ABT) are actively used now as anticancer 1b 2.7 n.d.t
drugs. 1c 1.5 n.d.t

Purpose of the study
Synthesis of a number of compounds containing one or more al - 58.6 320
dichloroacetate moieties covalently linked to a carrier via a a 22, 300 2a 44.9 335
biodegradable linker. To overcome the metabolic instability
of the anticancer agents 2-methoxyestradiol and abiraterone . .
and increase their activity Reagents and conditions: i) CI,CHC(O)CI (for 1a, 1b and 2a)

, or CICH,C(O)CI (for 1c), 4-DMAP, CH,Cl,, STP, 24 hours.
l ™ 3 x.l A
- ) [row . Conclusion
O T “.;'. iy DCA modification increased cytotoxic activity of abirterone, but worsened the activity of ME. However MCA
1 ooy 2 l modification of ME increased microtubule depolymerization effect. Thus, further investigation of both MCA
. P/ R oo and DCA makes sense.
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